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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application: 

1. (Currently amended) A method of decreasing intraocular pressure or improving 

ocular accommodation in an animal, including a human, comprising administering an intraocular 
pressure decreasing or ocular accommodation improving amount of a compound of the formula 
I: 

Het-Y (I) 

wherein: 

a. Het is a five or six membered heterocycle having a first one ring nitrogen and 
optionally, a second or third one ri ng nitrog e n, oxygen with the remaining atoms being carbon, 
oxygen, or sulfur; provided that H e t is not thiazol e , imidazole, oxazol e , or dihydro or t e trahydro 
analogs th e r e of: wherein Het is isoxazole: 

b. Het can be substituted on carbon atoms with 

1. one or more substituents independently selected from hydrogen, 
acylamino, acyloxyalkyl, alkanoyl, alkanoylalkyl, alkenyl, alkoxy, 
alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, alkylamino, (Ci-C3)alkylenedioxy, 
allyl, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, carboxyalkyl^ 
[[(]]which alkyl can be substituted with alkyloxyimino[[)]], cycloalkyl, 
dialkylamino, halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, sulfamoyl, 
sulfonic acid, alkylthio, alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, 
trifluoromethyl, morpholin 4 yl, 4 [C^ — ef — G4 o]arylpiperidin 1 yl, — m 
€4^ ]arylpiperazin 1 yl, thiomorpholin 4 yl, pip e ridin 1 yl, Ar*^ [[{]] wherein, 
consistent with the rules of aromaticity, Ar* is Ce or Cio aryl or a 5- or 6- 
membered heteroaryl ring, wherein the 6-membered heteroaryl ring contains one 
to three atoms of N, and the 5-membered heteroaryl ring contains from one to 
three atoms of N or one atom of O or S and zero to two atoms of N, each 
heteroaryl ring can be optionally fused to a substituted benzene, pyridine, 
pyrimidine, pyridazine, pyrazine, or (l,2,3)triazine^[[(]] wherein the ring fusion is 
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at a carbon-carbon double bond of Het[[)}]], Ar*-alkyl, Ar*-0, Ar*S02-, Ar*SO-, 
Ar*S-, Ar*S02NH-, Ar*NH, (N-Ar*)(N-alkyl)N., Ar*C(0)., Ar*C(0)NH-, 
Ar*NH-C(0)-, and (N-Ar*)(N-alkyl)N-C(0)-; or 

2. two adjacent substitutions together with their ring carbons form a fused Ce 
or Cio aryl ring which aryl ring can be substituted as set forth below; or 

3. two adjacent substitutions together with their ring carbons form a C5-C7 
fused cycloalkyl ring having up to two double bonds including any fused double 
bond of the Het group, which cycloalkyl ring can be substituted by one or more of 
the group consisting of alkyl, alkoxycarbonyl, amino, aminocarbonyl, carboxy, 
fluoro, or 0x0; or 

4. two adjacent substitutions together with their ring carbons form a fused 5- 
or 6-membered heteroaryl ring, wherein the 6-membered heteroaryl ring contains 
one to three atoms of N, and the 5-membered heteroaryl ring contains from one to 
three atoms of N or one atom of O or S and zero to two atoms of N; or 

5. two adjacent substitutions together with their ring carbons form a fused 
five to eight membered [[fused]] heterocycle, wherein the ring fusion is at a 
carbon-carbon bond of Het, wherein the fused heterocycle consists of ring atoms 
selected from the group consisting of carbon, nitrogen, oxygen, sulfur, or S(0)n, 
wherein S(0)n is 1 or 2; and 

6; H e t can be substitut e d on th e ring nitrogen atoms with 

■t: hydrog e n, alkyl, allcoxycarbonylalkyl , Ar'*', Ar'^'alkyl , Ar'''C(Q)alkyl , 

ArS'^(0)alkyl , Ar*S(0)2alkyl , so long as th e ring nitrog e n atoms ar e not 

quat e mized; 

3^ amino; or 

^1 at most on e nitrog e n with oxido ( O") to form an N oxide; and 

[[d.]] c^ Y is substituted on a ring carbon adjacent to the first or s e cond ri ng 
nitrogen[[s]] and is 

+T hydrogen ;, 0x0, alkyl, m e rcapto, allcylthio, amino, amino(C^ -€ $)alkyl, or 
aminophenyl, wherein the amino of th e latter thr ee groups can b e (a) substitut e d 
wife 

(a) Ai"^, 
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(b) i\r* Z , At"^ alkyl Z , Ar* Z alkyl , Ar^ amino Z , Ar* aminoalkyl Z or 
Ar'^ oxyalkyl Z , wh e rein Z is a oarbonyl or 8(0)^ or 

(c) formyl or alkanoyl, 

Sr. NHC(0)(CH^ )»-D4^^ *, whorein D is oxyg e n, sulfur or nitrog e n, wh e rein 

wh e n D is nitrog e n n is 0, 1 or 2, but wh e n D is oxyg e n or sulfur n-1 or 2, and 

is pr e s e nt only when D is nitrogen, 

wher e in 

(1) Ar*, or 

(2) a group of the formula 

TT^V 

wh e r e in Het^ is mdep e ndently th e same as Het, or 

(3) a Q -G g oyoloalkyl ring having up to one doubl e bond with 
the proviso that th e carbon linlcing th e cycloalkyl ring to D is 
saturat e d, which oyoloalkyl ring can b e substitut e d by one or 
mor e alkyl , alkoxycarbonyl , amino , aminocarbonyl, 
carboxy , fluoro , or oxo substitu e nts, or 

( 4 ) hydrog e n, (C^ -G^ jhydroxyalkyl, alkanoylalkyl, allcyl, 
alkoxyoarbonylallcyl, allc e nyl, carboxyalkyl^ (which alkyl oan 
b e substituted with allcoxyimino), alkoxycarbonyl, Ar'*', or 
Ar* allcyl ; and 

(b) is ind e pend e ntly hydrog e n, hydroxy(C2 -€ 6)alkyl> alkanoylalkyl, alkyl 
alkoxycarbonylalkyl, alk e nyl, carboxyalkyl^ (which alkyl can b e substitut e d with 
alkyloxyimino), allcoxycarbonyl, independently a group Ar'*' or Ar''' alkyl; 
wher e in aryl or Ar* in addition to any substitutions sp e cifically not e d can be 
substitut e d with on e or mor e substituents sel e ct e d from th e group of aoylamino, 
aoyloxyalkyl, alkanoyl, alkanoylalkyl, alk e nyl, alkoxy, alkoxycarbonyl, 
alkoxyoarbonylallcyl, allcyl, alkylamino, (C4. Q)alkyl e n e dioxy, alkylsulfonyl, 
alkylsulfinyl, co alkyl e nesulfonic acid, alkylthio, allyl, amino, Ar'''C(0) , 
Ar'''C(0)NH , carboxy, oarboxyalkyl, cycloalkyl, diallcylamino, halo. 
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trifluorom e thyl, hydroxy, (Ca -€ 6)hydroxyallcyl, mercapto, nitro, morpholin 4 yl, 
thiomorpholin 4 yl, piporidin 1 yl, Ar'^'O , Ar* , Ar'*' allcyl , sulfamoyl, sulfonio 
acid, 1 pyrrolidinyl, pip e rdin 1 yl, 4 [C6 -eF^4 o]arylpip e ridin 1 yl and 4 [C ^-ef 
€4 o]arylpip e razin 1 yl ; and 

het e rocycl e G except those of Het or Ar'*', can be substitut e d with, in addition to 
substitutions Gp e cifically not e d, one or mor e substitu e nts s e lect e d from aoylamino, 
alkanoyl, alkoxy, alkoxycarbonyl, alkoxycarbonylallcyl, alkyl, alicylamino, 
alkylsulfonyl, allcylsulfinyl, allcylthio, amino, Ar'^CiO) , Ar'^'O , Ar'*' , Ar* allcyl, 
carboxy, diallcylamino, fluoro, fluoroalkyl, difluoroalkyl, hydroxy, m e rcapto, 4 
{G^-eF-G^ oJarylpip e ridin 1 yl, 4 [Q -^f-Gi ^Jarylpip e razin 1 yl, (€4 ^- 
€ ^)alkyi e n e dioxy, 0x0, sulfamoyl, and trifluoromethyl; 

or a pharmaceutically acceptable salt of said compounds[[,]]^ 

with the proviso that where the compound of formula I is administ e r e d to d e creas e 
intraocular pressur e at least one compound of formula I administered in e ff e ctiv e 
amoimt is not triazole, thiadiazol e , t e trazol e or pyridotriazol e substituted on a ring 
carbon sulfonamid e ^ (the amid e of which can be substituted)^ that has carbonic 
anhydrase inhibiting activity. 

2. (Currently amended) The method of claim 1, wherein 

a. Het is a five or six membered heterocycle having a first one ring nitrogen and 
optionally, a second or third one ring nitroge n oxygen, with the remaining ring 
atoms being carbo n, oxygen, or sulfur; provided that H e t is not thiazol e , 
imidazol e , oxazol e , or dihydro or tetrahydro analogs th e reof; 

b. Het can be substituted on carbon atoms with 

1 . one or more substituents independently selected from hydrogen, 
acylamino, alkanoyl, alkanoylalkyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, 
alkyl, alkylamino, amino, co-alkylenesulfonic acid, carbamoyl, carboxy, 
carboxyalkyl^ [[(]]which alkyl can be substituted with alkyloxyimino[[)]], 
cycloalkyl, dialkylamino, halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, 
sulfamoyl, sulfonic acid, alkylthio, alkylsulfonyl, alkylsulfinyl, alkylsulfonamido. 
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trifluoromethyl, morpholin 4 yl, thiomorpholin 4 yl, 4 [C6 -ef^4 ^]arylpip e ridin 1 ■ 
yl, 4 [C6 -^^4 ^]arylpiperazin 1 yl, piperidin 1 yl, Ar^* [[{]]wherein, consistent 
with the rules of aromaticity, Ar* is Ca or Cio aryl or a 5- or 6-membered 
heteroaryl ring, wherein the 6-membered heteroaryl ring contains one to three 
atoms of N, and the 5-membered heteroaryl ring contains from one to three atoms 
of N or one atom of O or S and zero to two atoms of N, each heteroaryl ring can 
be optionally fused to a substituted benzene, pyridine, pyrimidine, pyridazine, 
pyrazine, or (l,2,3)triazinei [[QJwherein the ring fusion is at a carbon-carbon 
double bond of Het[[)}]], Ar*-alkyl, Ar*-0, Ar*S02-, Ar*SO-, Ar*S-, 
Ar*S02NH-, Ar*NH, (N-Ar*)(N-alkyl)N-, Ar*C(0), Ar*C(0)NH-, Ar*NH- 
C(0)-, and (N-Ar*)(N-alkyl)N-C(0)-; or 

1 . two adjacent substitutions together with their ring carbons form a fused Ce 

or Cio aryl ring which aryl ring can be substituted as set forth below; or 
2. two adjacent-substitutions together with their ring carbons form a C5-C7 
fused cycloalkyl ring having no double bonds except any fused double 
bond of the Het group, which cycloalkyl ring can be substituted by one or 
more of the group consisting of alkyl, alkoxycarbonyl, amino, 
aminocarbonyl, carboxy, fluoro, or 0x0; and 
0. H e t con be substitut e d on the ring nitrogen atoms with 

4t hydrog e n, allcyl, alkoxycarbonylallcyl , Ar'*', Ar'^'ullcyl , Ar^C(Q)allcyl , ArS'''(Q)alkyl , 

Ar'''S(0) 2 alkyl , go long as th e ring nitrogen atoms or e not quat e miz e d; 

2i amino; or 

at most on e nitrog e n with oxido ( 0') to form an N - oxid e ; and 

[[d.]]c. Y is substituted on a ring carbon adjacent to the first or s e cond ring nitrogen[[s]] and 
is 

4t hydrogen ;, 0x0, alkyl, m e rcapto, alkylthio, amino, amino(C4 .-€ ^)alkyl, or 

aminoph e nyl, wher e in the amino of th e latt e r thr e e groups con b e (a) substitut e d with 

(a) Ar*, 

(b) Ar* Z , Ar* alkyl Z , Ar'*' Z alkyl , Ar* amino Z , Ar'*' ominoalkyl Z ■ or 
Ar* oxyalkyl Z , wher e in Z is a oarbonyl or 8(0)^ -^ 

(c) formyl or alkanoyl. 
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3. I>JHC(0)(CH^ )b-P-R^ ^. whoroin D is oxygen, sulfur or nitrog e n, wher e in when 
D is nitrog e n n is 0, 1 or 2, but wh e n D is oxyg e n or sulfur n-1 or 2, and R^ 4s 
pr e sent only wh e n D is nitrogen, 
wh e r e in 

(2) A group of th e formula 

wh e rein H e t^is independ e ntly th e same as Hot, 

(3) a C^ -Gg cycloalkyl ring having up to on e doubl e bond 
with th e proviso that the carbon linking th e cyoloalkyl 
ring to D is saturat e d, which cycloalkyl ring can b e 
substitut e d by on e or mor e allcyl , allcoxycarbonyl , 
amino , aminocarbonyl , carboxy , fluoro , or oxo 
substitu e nts, wh e r e multiple substitu e nts are locat e d on 
diff e r e nt carbon atoms of th e cycloalkyl ring, exc e pt in 
the case of alkyl, allcoxycarbonyl, and fluoro 
substitu e nts, which can b e locat e d on th e sam e or 
differ e nt carbon atoms; oi" 

(4) hydrog e n, (Q -€6 )hydroxyalkyl, alkanoylalkyl, allcyl, 
allcoxycarbonylallcyl, alk e nyl, carboxyalkyl^, (which 
alkyl can be substitut e d with alkyoxyimino), 
allcoxycarbonyl, Ar*, or Ar* allcyl ; 

111 11^ 

(b) is independently hydrogen, hydroxy(Ca -^ 6)allcyl, alkanoylalkyl, alkyl, 
alkoxyoarbonylalkyl, allcenyl, carboxyallcyU (which allcyl can b e substitut e d with 
allcyloxyimino), allcoxycarbonyl, independently a group Ar'*' or Ar* allcyl; 
wher e in aryl or Ar'*' in addition to any substitutions sp e cifically not e d can be 
substituted with on e or mor e substituents sel e ct e d from th e group of alkyl, amino, 
diallcylamino, 1 pyrrolidinyl, ^ [C6 -eF-G4^ ]arylpip e razin 1 yl, 4 [C^ - 
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€4^ ]arylpip e ridin 1 yl, azetidin 1 yl, morpholin 4 yl, thiomorpholin 4 yl, 
pip e ridin 1 yl; and 

het e rocycl e s e xc e pt those of H e t or Ar'^, can be subsitut e d with, in addition to 
substitutions specifically not e d, ono or mor e substitu e nts s e l e ct e d from 
acylamino, alkanoyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, alkylsulfonyl, alkylsulfinyl, alkylthio, amino, Ar*C(0) , Ar'^'O , Ar* 
, Ar''' alkyl, carboxy, dialkylamino, fluoro, fluoroalkyl, difluoroalkyl, hydroxy, 
m e rcapto, 4 [C 6-ef-€4 o]aiylpip e ridin 1 yl, 4 [C6 -ef^4 o]arylpip e razin 1 yl, (Cj .- 
G ^)aUcylen e dioxy, oxo, sulfamoyl, and trifluorom e thyl; 
or a pharmaceutically acceptable salt of said compounds. 

3. (Currently amended) The method of claim 1, wherein Het-Y is 




II 

wherein G[[,]] and M[[, and Q]] are selected from the group consisting of [[O, S,]] C-R^[[,]] 
and C-R ^ and N R^, with the proviso that only on e of G or [[and]]; 
Qeafr%eisO[[or S]], 
a. wh e rein RV ^s 

(1) hydrogen, alkyl, alkoxycarbonylallcyl , Ar'*', Ar''' allcyl , Ar*C(0)alkyl , 
Ar'^'S(0)allcyl , or Ar*S(0)aalkyl , so long as the ring nitrog e n atoms ar e not 
quat e miz e d; or 

(2) amino or oxido (wh e rein N R^ forms an N oxid e ) and 
ba. wherein R^ of mid R^ are 

independently selected from hydrogen, acylamino, acyloxyalkyl, alkanoyl, 
alkanoylalkyl, alkenyl, alkoxy, alkoxycarbonyl, alkoxycarbonylalkyl, alkyl, 
alkylamino, (Ci-C3)alkylenedioxy, allyl, amino, co-alkylenesulfonic acid, carbamoyl. 
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carboxy, carboxyalkyl^ [[(]]which alkyl can be substituted with alkyloxyimino[[)]], 
cycloalkyl, dialkylamino, halo, hydroxy, (C2-C6)hydroxyalkyl, mercapto, nitro, 
suifamoyl, sulfonic acid, alkylthio, alkylsulfonyl, alkylsulfinyl, alkylsulfonamido, 
[[or]] trifluoromethyl, morpholin 4 yl, 4 [C6 -eF-€4 ^]arylpip e ridin 1 yl, 4 [Q -bf 
Gi ^Jarylpip e razin 1 yl, thiomorphohn 4 yl, pip e ridin 1 yl, Ar^, Ar"^ alkyl, Ar'*' - Q, 
Af^ a , Ar*SO , Ar*S , Ar^SOJffl , Ar^>ffl[, (N Ar'^jCN alkyl)N , .\r'^C(0) , 
Ar'^CCOjNH , Ar^NH C(Q) , and (N i\r*)(N allcyl)N C(Q) ; or; 

(2) R*^ and R* wh e r e adjacent, tog e th e r with their ring oarbono form a C$ C:^ fus e d 
cycloallcyl ring having up to two doubl e bonds including th e fus e d double bond of 
th e H e t group, which cycloallcyl ring can be substitut e d by on e or mor e of th e 
group consisting of alkyl , alkoxycarbonyl , amino ■ , aminocarbonyl , carboxy , 
fluoro , or oxo substitu e nts, e xcept in th e cas e of alkyl, alkoxycarbonyl, and 
fluoro substituents , which can be locat e d on the sam e or differ e nt carbon atoms; 

(3) R*^ and R* wh e r e adjac e nt, together with th e ir ring carbons form a fus e d C^ -G¥-Gig 
aryl ring; 

( 4 ) R** and R* wh e r e adjacent, togeth e r with their ring carbons form a fus e d fiv e to 
e ight m e mbered [[fus e d]] h e t e rocycle, wh e r e in the ring fusion is at a carbon 
carbon bond of Het, wh e r e in th e fus e d h e t e rocycl e consists of ring atoms s e l e ct e d 
from th e group consisting of carbon, nitrogen, oxygen, sulfur, or S(0)n, wh e r e in 
S(Q) ft is 1 or 2; or 

(5) R^ and R* wh e r e adjac e nt, togeth e r with their ring carbons form a fus e d 5 or 6 
memb e r e d h e teroaryl ring containing at least one and up to thr ee atoms of N for 
th e 6 member e d fus e d h e teroaryl rings and from on e to thre e atoms of N or one 
atom of O or S and z e ro to two atoms of N for the 5 m e mb e r e d fus e d h e t e roaryl 
rings. 

4. (Canceled) 

5. (Currently amended) The method of claim 3, wherein Het-Y is 
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wherein G is [[N or]]C-R^ 
M is [[N or]] C-R*; [[or]] and 
Q is 0. S, or N R^ t 

further wherein C-R' is Ar* or NH? and C-R** is H. 
6-9. (Canceled) 

10. (New) The method of claim 3. wherein R' and R*' together with their ring carbons 

form a fused 1.2-benzisoxazole. 

11. fNew) The method of claim 3. wherein R' is hydrogen and R*^ is hydrogen. 
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